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Art Unit: 1615 

DETAILED ACTION 
Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

Claims 1-28 are rejected on the ground of nonstatutory obviousness-type double 
patenting as being unpatentable over claims 1-12, 16-23, 41 and 42 of U.S. Patent No. 
6,558,701 (701). Although the conflicting claims are not identical, they are not 
patentably distinct from each other because the 701 patent claimed a multilayered 
tablet comprising a tramadol layer which contains tramadol or a pharmaceutical^ 
acceptable salt thereof, a diclofenac layer which contains diclofenac or a 
pharmaceutical^ acceptable salt thereof, and a separating layer which separates the 
tramadol layer from the diclofenac layer. Salts of tramadol and diclofenac are found in 
claims 2-4. The amounts of tramadol and diclofenac are found in claims 7-12. The 
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amounts in percentage weight if converted to weight ratios would fall within the claimed 
weight ratios. Controlled release matrix is found in claim 16. Coating polymer is found 
in claims 18-21 . Granules, microcapsules or pellets of tramadol and diclofenac are 
found in claims 22 and 23. Accordingly, the present claims anticipated the claims of the 
701 patent. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 

USPQ 459 (1966), that are applied for establishing a background for determining 

obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 1-28 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Oshlack et al. US 6,077,533, in view of Raffa EP 0 546 676 A1 . 

Oshlack teaches a multiparticulate product comprising beads of immediate 
release active core coated with an extended release coating (abstract; and column 6, 
lines 8-38). Extended release coating comprises the claimed polymer (column 10, lines 
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I- 67). Extended release coating can be applied as a layer to the immediate release 
core, or as a controlled release matrix (columns 12-13; and column 14, lines 1-2). 
Oshlack further teaches the claimed release profile (column 9, lines 23-46). Active 
includes tramadol, and nsaid such as diclofenac sodium (column 5, lines 12-25). 

Oshlack does not teach the combination of tramadol and diclofenac. 

Raffa teaches a composition comprising tramadol in combination with a non- 
steroidal anti-inflammatory drug (nsaid) (abstract). Tramadol includes salt of tramadol, 
such as tramadol hydrochloride (page 3, lines 31-32). Nsaid includes diclofenac (page 
4, line 11). Raffa further teaches the claimed ratio between tramadol and nsaid (page 4, 
lines 19-24). Thus, it would have been obvious to one of ordinary skill in the art to 
modify the composition of Oshlack using combination of tramadol and diclofenac in view 
of the teaching of Raffa, because Raffa teaches combination of tramadol and diclofenac 
provides synergistic analgesic effects, because Raffa teaches combination employs 
lesser amounts of both drugs, which produces less opioid side effects such as abuse 
liability, tolerance, constipation and respiratory depression (abstract; and page 3, lines 

II- 19), because Oshlack teaches a desirability to obtain an effective opioid analgesic 
dosage form with the use of tramadol as an active drug, and because Oshlack teaches 
an oral dosage form of opioid analgesic which is bioequivalent and minimizes the food 
effect (columns 2-3). 
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Response to Arguments 

Applicant's arguments filed 05/1 1/07 have been fully considered but they are not 
persuasive. 

Applicant argues that the subunits of the present invention comprising tramadol 
and diclofenac randomly admixed in the final oral administration unit (e.g., hard gelatin 
capsules, tablet; see above). In contrast, as is evident from the disclosure of the 701 
patent, the tramadol and diclofenac layers which are separated by a separating layer 
are ordered rather than being randomly distributed in the final multilayer tablet. These 
distinct features of the final oral administration unit (ordered vs. random design) affect 
the release profile of the active compounds. Taken together, the multilayer tablet of the 
701 patent and the oral administration unit of the present application exhibit significantly 
distinct release profiles of the active substances. 

However, in response to applicant's argument that the reference fails to show 
certain feature of applicant's invention, it is noted that the features upon which applicant 
relies (i.e., subunits comprising tramadol and diclofenac are randomly admixed to result 
in certain release profile) are not recited in the rejected claims. Although the claims are 
interpreted in light of the specification, limitations from the specification are not read into 
the claims. See In re Van Geuns, 988 F.2d 1181, 26 USPQ2d 1057 (Fed. Cir. 1993). 
Further, it is noted that the 701 patent does teach the subunits recited in the present 
claims. See for example claim 22 of the 701 patent, wherein the tramadol or diclofenac 
is formulated into granules, microcapsules or pellets is taught. 
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The statement "the multilayer tablet of the 701 patent and the oral 
administration unit of the present application exhibit significantly distinct 
release profiles of the active substances" is not clearly understood because the 701 
patent clearly discloses the exact release profiles as required in the present claims 27 
and 28 (see claims 41 and 42 of the 701 patent). 

Accordingly, the double patenting rejection is maintained. 

Applicant argues that Oshlack does not describe an oral dosage form where two 
active ingredients are provided, each in their own subunit, as is presently claimed. 
Instead, in Oshlack, the active ingredient is sprayed to coat inert beads and 
either the coated beads are inserted into a gelatin capsule (Example 1-3) or the 
coated beads are coated a second time with an extended release formulation and 
then inserted into a gelatin capsule (Examples 4 and 5). Even assuming that 
Oshlack were modified so that two active ingredients were provided, there is 
nothing to cause one of skill in the art to provide those two active ingredients in 
separate subunits. Moreover, on the present record there does not appear to be 
any reason that one of skill in the art might try to combine two active ingredients in a 
dosage form such as is taught by Oshlack. 

In response to applicant's arguments against the references individually, one 
cannot show nonobviousness by attacking references individually where the rejections 
are based on combinations of references. See In re Keller, 642 F.2d 413, 208 
USPQ 871 (CCPA 1981); In re Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 
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1986). Oshlack is cited in view of Raffa for the teaching to combine tramadol and 
diclofenac, because Raffa teaches combination of tramadol and diclofenac provides 
synergistic analgesic effects, because Raffa teaches combination of the two active 
agents employs lesser amounts of both active agents, which produces less opioid side 
effects including abuse liability, tolerance, constipation and respiratory depression 
(abstract; and page 3, lines 11-19). Oshlack teaches the use of tramadol or diclofenac, 
each in a subunit dosage form such as coated beads or coated multiparticulates. Thus, 
in view of the teaching of Raffa, it would have been obvious to one of ordinary skill in 
the art combine the subunit dosage form of tramadol with the subunit dosage form of 
diclofenac to obtain the claimed invention. 

Applicant argues that Raffa considers diclofenac or a pharmaceutical^ 
acceptable salt thereof as a possible active ingredient, it does so only in an extensive 
list of NSAIDs (see Raffa, page 3, line 50 to page 4, line 15). Raffa does not disclose 
that diclofenac is a preferred active substance for the preparation of a pharmaceutical 
composition. In contrast, propionic acid derivatives and especially ibuprofen are 
described as preferred active substances (see, Raffa, page 4, lines 14-15). No 
examples including diclofenac and/or its pharmaceutically acceptable salt are not 
disclosed in Raffa (see page 4, line 50 to page 6, line 52, Examples 1-3). Only the 
selections tramadol-HC1 /ibuprofen, tramadol- N-oxide/ibuprofen and 0- 
desmethyltramadol/ibuprofen are explicitly described (see Raffa, page 4, line 50 to page 
6, line 52, Examples). Raffa does not indicate that the active substances tramadol and 
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diclofenac should be formulated separately to achieve desirable release profiles and 
bioavailability. Further, Raffa does not even consider the possibility that mixtures of 
tramadol and diclofenac could lead to poor solubilities for the active substances, thereby 
resulting in low bioavailability. The inventors of the present application determined, 
however, that in a conventional tablet comprising the active substances tramadol-HCI 
and diclofenac-Na, the solubility of both substances diminishes significantly (see 
present application, Figure 2). Raffa appears to fail to recognize the problem of the 
formation of sparingly soluble compounds which arise from the direct combination of 
tramadol and diclofenac. Although Raffa teaches the claimed ratio between tramadol 
and NSAID, the reference fails to recognize the possibility of undesirable solubility 
effects of tramadol and diclofenac, considering only compositions comprising tramadol 
material and the NSAID ibuprofen. Although Raffa teaches that a composition 
comprising a tramadol material and an NSAID displays synergistic analgesic effects, 
this teaching does not consider the undesirable solubility effects resulting from merely 
mixing the active substances tramadol and diclofenac. These undesirable solubility 
effects lead to an undesirable release profile (compare Figures 1 and 2 of the present 
application). 

However, the test for obviousness is not whether the features of a secondary 
reference may be bodily incorporated into the structure of the primary reference; nor is it 
that the claimed invention must be expressly suggested in any one or all of the 
references. Rather, the test is what the combined teachings of the references would 
have suggested to those of ordinary skill in the art. See In re Keller, 642 F.2d 413, 208 
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USPQ 871 (CCPA 1981). In response to applicant's arguments that Raffa does not 
disclose that diclofenac is a preferred active substance for the preparation of a 
pharmaceutical composition, it is noted that Raffa is not limited to what the reference 
described as its' own inventions or to the problems with which it is concerned. A 
reference may be relied upon for all that it would have reasonably suggested to one 
having ordinary skill the art, including nonpreferred embodiments . Merck & Co. v. 
Biocraft Laboratories, 874 F.2d 804, 10 USPQ2d 1843 (Fed. Cir.). At page 4, line 11, 
Raffa suggests combination of tramadol and diclofenac is possible and provides 
synergistic effect useful for the treatment of pain. Accordingly, it would have been 
obvious to one of ordinary skill in the art to modify the pain relief composition of Oshlack 
to combine tramadol with an NSAID including diclofenac. 

In response to applicant's argument that Raffa teaches the claimed ratio between 
tramadol and NSAID, however, the reference fails to recognize the possibility of 
undesirable solubility effects of tramadol and diclofenac, considering only compositions 
comprising tramadol material and the NSAID ibuprofen. Although Raffa teaches that a 
composition comprising a tramadol material and an NSAID displays synergistic 
analgesic effects, this teaching does not consider the undesirable solubility effects 
resulting from merely mixing the active substances tramadol and diclofenac. These 
undesirable solubility effects lead to an undesirable release profile (compare Figures 1 
and 2 of the present application). 

It is noted that the present claims do not require the features upon which 
applicant relies (i.e., solubility effects between the combine drugs). Regarding the 
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release profile, applicant's attention is called to Oshlack at column 9, lines 23-46. It is 
further noted that applicant attempted to argue against the references individually, one 
cannot show nonobviousness by attacking references individually where the rejections 
are based on combinations of references. See In re Keller, 642 F.2d 413, 208 
USPQ 871 (CCPA 1981); In re Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 
1 986). Raffa was not cited for the teaching of the claimed release profile. 

Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
. TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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Correspondence 


Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Susan T. Tran whose telephone number is (571) 272- 
0606. The examiner can normally be reached on M-F 6:00 am to 4:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Woodward can be reached on (571) 272-8373. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



